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REMARKS 

Claims 1-1 1 and 15-17 are pending in the application. Claims 15-17 to the 
non-elected invention may be later rejoined or may be the subject matter of one 
or more divisional applications. 

Applicants elect with traverse Group I, Claims 1-11, drawn to a 
pharmaceutical formulation. The claims encompassing the elected invention are 
claims 1-11. 

Applicants traverse the restriction requirement and election of 
species/Invention as follows: 

The Examiner asserts that "Groups l-lll do not relate to a single general 
inventive concept under PCT Rule 13.1, because, under PCT Rule 13.2. they 
lack the same or corresponding special technical features". The Examiner 
asserts that "the inventions lack the same or corresponding special technical 
features for the following reasons: the special technical feature in the instant 
claims a composition comprising of levothyroxine. 60-85% of microcrystalline 
cellulose with a particle size of less than 125 ^m. and 5-30% of pregelatinised 
starch". The Examiner cites MITRA (US 5.955,105) and RUSZKAY (US 

5,975,600) in evidence. 

it is Applicants' position that the special technical feature of the instant 
claims is a pharmaceutical formulation comprising: 

a) an effective amount of levothyroxine sodium; 

b) microcrystalline cellulose having a mean particle size of less than 
125um, present in 60 to 85% w/w amount; and 

c) pregelatinised starch present in 5 to 30% w/w amount. 

Applicants would point out that MITRA , however, is directed to stabilized 
phannaceutical preparations containing levothyroxine sodium (column 1. lines 

12-14), achieved by using: 

-a water soluble glucose polymer (see claim 1), such as maltodextrins 

(see column 4, lines 15-16); and 

-a partially soluble or insoluble cellulose polymer (see claim 1). 
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It should be noted that the use of a water soluble glucose polymer in the 
formulation is an essential feature of the invention in MITRA and of the entire 
disclosure of MITRA (see claim 1). 

Example 10 of MITRA (as identified by the Examiner) employs the specific 

components: 

-microcrystalline cellulose as the partially soluble or insoluble cellulose 
polymer, and 

-starch as the water soluble glucose polymer, that is, the starch used in 
Fvample 10 must water soluble starch (since this is an essential feature of the 

invention in MITRA). 

The Examiner has asserted that Example 10 of MITRA uses 
pregelatinised starch. Applicants respectfully refute this assertion. There is no 
such disclosure in Example 10 of MITRA. The starch used in MITRA is water 
soluble. It should be noted that prpgaiatinised starch is not water soluble. The 
European Pharmacopoeia (2002), cited in the present application (page 2, lines 
36-37 and also enclosed herewith), states on page 1438 that pregelatinised 
starch swells in cold water (which clearly means that it does not dissolve in 
water). 

The differences between the special technical feature of the instant claims 
and Example 10 of MITRA are therefore: 

(I) in the present application, the microcrystalline cellulose has a particle 

size of less than 125um, and 

(II) instead of a water soluble glucose polymer, (i.e. the water soluble 
starch of Example 10 of MITRA), the instant claims employ pregelatinised starch. 

In respect of the special technical feature of the instant claims, one of the 
unexpected technical effects observed when both 

a) 60 to 85% w/w microcrystalline cellulose having a particle size of less 

than 125um and 

b) 5 to 30% w/w pregelatinised starch 

are used together in the formulation, is that the active substance, levothyroxine 
sodium, is more stable and fewer impurities are observed than in the marketed 
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formulation of Eltroxin. as indicated on page 7 of the instant application, 
conclusions (A) and (B) of the present application (PCT Application WO 
2005/004849 A2 as published in English). This effect on stability by use of the 
present components could not have been predicted by a skilled person from a 
reading of MITRA. 

The Examiner cites RUSZKAY as a disclosure of microcrystalline cellulose 
in a particle size of 5-50um (col 3, line 38). The Examiner will appreciate that 
RUSZKAY is in an entirely different field from that of MITRA. 

RUSZKAY is directed to making a bulking agent in oil-based foods or food 
components (col. 2, lines 31-36 of RUSZKAY), whereas MITRA is directed to 
stabilized pharmaceutical preparations containing levothyroxine sodium (column 
1, lines 12-14). 

There is no motivation for a person skilled in the art of stabilizing 
pharmaceuticals to take the teaching of MITRA and combine it with the teaching 
of RUSZKAY, because RUSZKAY is in the field of bulking agents for foodstuffs, 
and has nothing to do with stabilization, even less to do with pharmaceuticals. 
Even if he were to combine the teachings, he would still be missing the second 
difference between MITRA and the instant invention (labelled (II) above), namely, 
that instead of a water soluble glucose polymer, (i.e. the water soluble starch of 
Example 10 of MITRA), the instant invention employs pregelatinised starch. 

There is no mention, nor even a suggestion, anywhere in MITRA to 
replace the water soluble starch of Example 10 with pregelatinised starch. As 
mentioned above, pregelatinised starch is not water soluble; the disclosure of 
MITRA focuses entirely on the use of a water soluble glucose polymer (as an 
essential feature), together with a partially soluble or insoluble cellulose polymer 
to achieve a stable formulation of thyroxine. MITRA does not contemplate the 
use of insoluble glucose polymers in the formulations to achieve stability. A 
skilled person would not be motivated to go against the express teaching of 
MITRA and use an insoluble glucose polymer to achieve a stable formulation 
with any reasonable expectation of success. RUSZKAY is also of no help in this 
regard as it does not mention or suggest pregelatinised starch. 
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In summary, the disclosure of MITRA, when considered either alone or ir 
combination with RUSZKAY, provides no motivation for the skilled person to 
make changes to the formulation of MITRA such that he would arrive at the 
stable formulation as per the special technical feature of the instant claims, let 
alone allow him to predict that the present formulation would be a stable one. 
The stable nature of the fomriulation of the instant claims is completely 
unexpected and cannot be predicted by the skilled person from a reading of the 
prior art documents MITRA or RUSZKAY. The stable formulation of 
levothyroxine sodium as per the special technical feature of the instant claims 
therefore defines a clear contribution over the disclosures of MITRA and 
RUSZKAY. 

Accordingly, it is respectfully requested that all restriction/election of the 
claims be reconsidered and withdrawn and that the application as amended be 
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X>i$solve 20 mg in the imnifaiim volam^ af Mm^^rm and 
evaporate to dxymm m a cwtwt of nitrogen at mmn 
tempcramre. T!i« inpimd absmpmn sp^mm of tfec 

speemm ckf stanozolol (MS ^2^. 
SfieeiHe Ofrtkia tem^m U a. 1% w/i^ mlmm m cM&p^ 
fmm^ ^34"" to ^4C>*, calciilated with r^farence to idbe dned 
sufestauc** Appendix V F, 

RiKkited siibstances Carry mi M tmm4- thMa^ 
^nmatogm^y, Appmdm HI A, usmg silka gd H as the 
coating substance md a mtore of 90 volumes t^icMmo- 
fmrn and 10 volumes of methmd as the mobile phase. 
Apply sqmtatetr t« P^^^"^ ^ of each of two solutions 
of the substance bmng examined in a mbtmre af ! volume 
of me$hmM and 4 volumes of cMmreferm mmuning ( \ ) 
2.0% -wN and (2) 0*010% w/v. After removal of the plat*, 
«How it to <ksr jii air, wi^ ^mdk sai^hurk ^ 

heat at 105* for 15 miuiites and gamine under 
^mmim %ifeE (jT^S Auy smmdmy m the chrom- 
tiogram ofoiiincd with 5olutic«i (l) m not more kitoi^e^ 
than the af>ot m tbe chrcwna^Jra*" obt^«<* s«>lwt^5f3i 

Loss mi drying When dned to comtmt wdglit tt 100^ m 
3 pressure not exceeding 0.T kPa, loses nor mons ^an 
L0% c^ tiiu^igti:. Use 1 g<- 

Mmy Dissolve O j g ia 50 mi of ^a^i^d'miit* add and 
owTsr out Mtsthod 1 for m>J'r~«if isirmiwfi^. Appendix 
VUl A, detetmintng Jhe end pote pot enti<sD(i€irically. 
E«cli ml. of 0,1M pmhkm a&ki VS h equivalent to 
32.85 mgof C^jH^^HjO- 

St0ir«Ng« Stanoxolol siiou Id be kept in a wcJI^closcd 
cositaiiier and pweci^i torn iigbt 
Aetian and usie Anabolic steroid. 



tr«iisitic«2it» w^e <»t :s?dlt0W]sh"ViH^ite tattles 
an uneven surface. Under polftrbed (be 

crossed tiM pmm)* matxih granules with ft 
cross mtersectiog at the hllum may be seen . 
B. Bi$pet$e 0.5 g 2 ml <dmtwr M vnihout 
add OM mi t^ hdim sohmm Hi. A.reddt$h-vio 

colour i% pmdm^^ 

TESTS 

iei«^r I? for 60 % . Micm m umd im \ 5 min. Th|i; 

ittm it4.9). Shake 0.75 gwsOi 15 ml of d^u[^^^ 
add R. Filter, The filmu complies with the limit' 

mm (20 ppm). 

QsddiBifig substances It complies with 

tm «diskig i^tibst^as^ces. 

Sitiphur dioadde (2.5.i9). Not more than 50 ppm. 
Ferdiin matter (Z* 2). Examined under a mie 
using a miaEiure of ^^m^. vnliimes af i^yemrf R^t^ 
not more than traces of cell walb and of eytopltsmk* 

re:S:idue<i are present 

l^ss nn drying Not more than 15.0 per s ^ 

dcierfnined. m I XMJO § by drying in. an oven a{ !30*C^, 

Sf^Iimt^ ««h {Z4, 14). mt more than 0..6 per < 
determined on 1 .0 g, 

Micri^W eantaiilliirton Not more than 10* bac 
and not more than iO^ fun^ per gram, determined bf 
p!at€~coiHit (16,12% It wmplics wth the test far 

STORAGE 

Sts^re in n weBn^loscd container. 
LABELUNO 

The hettml origin ofStardi, r^-egelanni&ed h stated. 



PregelaMsed Smirch 



!>rei^mnmd Starch cmnj^m tdth th4: fmmrmmSs rfthe 3rd 

mmm m f^^t^mi the hmdm^ 'D^witwn' Mm. 

Wh«n Preselatiniscd Starch is prepared ftom Zm m^ya^ 
the titk Prqgclatimscd Maissc Stardh may he u««d. 

f%. im — ^— — 



DIHNITION 

Fre:gebimii$e<i atarch. If st^rch^^ atpart tons wbe^t. ttardj^ 
that has been mechankallF processed in the presence of 
water, with or wiih«:mt hmx to mptt.tre sill or p^. of the 
starch granules and subsequently dried. It contains no 
iadded sttbstances but. it may be modiicd to render it 
compf aasibie and to knprcwe its flow characterisac^^ 

CHARACTERS 

A white or yellowish^white powder, iwelMn^ in cold water. 
roEKTIFICATIOK 

A. Bxismined under a micr<3.sc0pe mm^ a mtotirc of ^fcpiiil 



Stearic Acid 



Smmk. AsM mm^ with th^ r&qmrcmems a/ih^ M 

Emmum Phmrmimpema [14741 The$€ re^mrmenu . 
^^pm^aml ajS«r tM fading 'D^fmtim* 6^=- 
Aetlim «sid <t»e Fhiinniaceutieiil aid. 



DEFlNrnON , 
Steabc acid is obtained frt>m fats m from a vcgettb 
or aninml wree and h a mij^Ture consmmg mamiy ot 
stearic add CC,,.H,,0,; M, 2B ^5) and p^lmific »cid 
(C,,H,,0^. H a56.4}.. It eomaim different ^^^""^ 

cent to 60.0 per cent, mmtc acid 70 contains 60.0 p^* 
cent to per cent md stcanc acid 95 contain* at i 
90,0 per cent of C,,H^O,. ^Fhe .urn of ^^J^^""}^^^^^ 
C,,nyO, md C,,H,30, *. tiot k.s than ^aO per cent 
^iSric add 50 »nd tie^c «dd 70 and not than 
^0.0- per cent fof stearic acid ^5. 
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